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EXCLUSIVITY SUMMARY  

 
NDA # N 202971     SUPPL #          HFD # 130 

Trade Name   ABILIFY MAINTENA 
 
Generic Name   aripiprazole extended-release injectable suspension for intramuscular (IM) injection 
300 mg/vial and 400 mg/vial. 
     
Applicant Name   Otsuka Pharmaceutical Co., Ltd.       
 
Approval Date, If Known   2/28/2013       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(1) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
      

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
Maintenance treatment of schizophrenia. 
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d)  Did the applicant request exclusivity? 
   YES  NO  

 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

3 years 
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
            
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 
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NDA# 21-436 Abilify tablets 2mg, 5mg, 10mg, 15mg, 20mg, 30mg 

NDA# 21-729 Abilify orally disintegrating tablets 10mg, 15mg 

NDA# 21-713 
21-866 

oral solution 1mg/mL 
injectable formulation 9.75mg/1.3mL 

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA#             

NDA#             

NDA#             

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
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summary for that investigation.  
   YES  NO  

 
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  

 
     If yes, explain:                                          
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(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 

investigations submitted in the application that are essential to the approval: 
 

Trial #3107246 
 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  

 
 
 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
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similar investigation was relied on: 
 

      
 

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
 Trial #3107246 

 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1   ! 
     ! 

 IND # 67,380  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

 
 
 
 
 
Investigation #1   ! 

! 
YES       !  NO     
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Explain:    !  Explain:  
                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Sonny Saini, Pharm.D., MBA                     
Title:  Regulatory Project Manager 
Date:  2/28/2013 
 
                                                       
Name of Office/Division Director signing form:  Mitchell V. Mathis, M.D. 
Title:  Director (acting), Division of Psychiatry Products 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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 [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Appendix to Action Package Checklist 

 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 202971 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
Otsuka Pharmaceutical Company, Ltd. 
c/o Otsuka Pharmaceutical Development & Commercialization, Inc. 
Attention: David Goldberger, R.Ph., RAC 
Senior Director, Regulatory Affairs 
2440 Research Blvd. 
Rockville, MD  20850 
 
 
Dear Mr. Goldberger: 
 
We acknowledge receipt on August 31, 2012, of your August 30, 2012, resubmission of your 
new drug application submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act for Abilify Maintena (aripiprazole extended release suspension for injection) 300 mg/vial 
and 400 mg/vial. 
 
We consider this a complete, class 2 response to our July 26, 2012, action letter.  Therefore, the 
user fee goal date is February 28, 2013. 
 
If you have any questions, call Sonny Saini, Regulatory Project Manager, at (301) 796-0532. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sonny Saini, Pharm.D., MBA 
CDR, USPHS 
Regulatory Project Manager 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 

Reference ID: 3186475



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SANDEEP S SAINI
09/10/2012

Reference ID: 3186475





---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SANDEEP S SAINI
07/02/2012

Reference ID: 3153711



1

Saini, Sonny

From: Saini, Sonny
Sent: Thursday, May 24, 2012 2:46 PM
To: 'Goldberger, David'
Cc: Saini, Sonny
Subject: N 202,971 labeling comments

Hello David,

We are reviewing your proposed labeling for Abilify Maintena and would like to call your attention to 
section 6 (ADVERSE REACTIONS) in that document.  Most of the safety analyses which you 
propose to describe in this section are based on the randomized, double-blind phase of trial 
31-07-246.  This is problematic because that phase included only patients who had tolerated and 
experienced a response to several weeks of treatment with both oral and IM depot aripiprazole.  In 
addition, there was a substantial difference in follow-up times between the drug and placebo 
treatment groups during this phase, making a comparison of safety between the treatment groups 
unreliable.  Therefore, the safety analyses that used these data are considered misleading for 
purposes of labeling.

Please propose alternative text and data displays for this section to characterize the adverse reaction 
experience with Abilify Maintena in a manner that can be meaningfully interpreted.  If you feel that the 
safety profile of Abilify Maintena is very similar to that of oral Abilify formulations, this section may rely 
heavily on adverse reaction information contained in oral Abilify labeling.  Of course, the information 
regarding injection site reactions should be retained and text pertaining to indications other than 
schizophrenia that are approved for the oral or immediate-release IM product as well as pediatric use 
should be removed.

The submission of your revision of section 6 in a prompt manner will assist us in completing the 
review of your application.

Regards,

Sonny

Sonny Saini, Pharm.D., MBA
CDR, USPHS
Senior Regulatory Project Manager
FDA/CDER/OND/ODE1/DPP
Phone:  301-796-0532
sonny.saini@fda hhs.gov
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“If the product not administered immediately, the reconstituted suspension is can be stored in the vial for 
up to 12 hours. Shake the vial vigorously for at least 1 minute to re-suspend prior to injection.”

6. Increase prominence of the needle sizes and the word “Obese” in step 8 by using bigger-size font or 
bolding. 

C.  Instructions for Use for Hypodermic Needle-Pro Syringe and Needle

1. Use only English language for the IFU for Hypodermic Needle-Pro Syringe and Needle in accordance 
with 21 CFR 201.15(c)(1). 

2. Correct the spelling error of the word “Ensure” in section 6.2. 

3. Increase the font size of the text to improve readability of the information.

4. Include illustrations to help visualizing how to attach the Needle-Pro safety needle device to the syringe. 

D.  Carton Labeling (300 mg per vial and 400 mg per vial)

Top Panel

1. Ensure the size of the established name is at least ½ size of the letters comprising the proprietary name 
and has prominence consistent with the proprietary name including type, size, color, and font in 
accordance with 21 CFR 201.10(g)(2).

2. Revise the presentation of the root name ‘Abilify’ from all upper case letters (ABILIFY) to title case 
(Abilify) to improve readability. 

3. To be consistent with other lyophilized powders, add the phrase “per vial” after the product’s strength 
such as “300 mg per vial” and “400 mg per vial”.

4. The yellow color used to represent 300 mg strength overlaps with the color font used for Abilify 
(Aripiprazole) Injection. The visual similarity can lead to selection of the wrong product. Thus, revise 
the color font used for 300 mg, so that the carton labeling does not overlap or appear similar to Abilify 
Injection. 

5. Add the medication guide statement to the top panel above the “Single use only” statement per 21 CFR 
208.24(d). Consider using the statement as follows: “Attention: Dispense an enclosed Medication Guide 
to each patient”. 

6. Revise the presentation of the proprietary name to appear in the same font size, color, and type size. 
This presentation will emphasize the full name of the product. Currently, the root name is more 
prominent than the modifier, which may lead to confusion if modifier is overlooked due to decreased 
prominence.  

7. Delete the graphic of the twisted lines on the top panel as this graphic is prominent and intervenes with 
readability of the important information such as proprietary and established names and route of 
administration. 

8. Increase the prominence of the route of administration by using bigger font size as this information is 
very important and should be emphasized.

9. To reinforce that this product is packaged in a single-use vial, add the statement “Discard Unused 
Portion” immediately after the statement “Single use only”.

10. If space permits, add the following table to the 300 mg strength product:

Intended Dose Amount of diluent for 
reconstitution

Amount to inject by 
using adapter

300 mg 1.5 mL 1.5 mL

200 mg 1.5 mL 1 mL
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And to the 400 mg strength:

Intended Dose Amount of diluent for 
reconstitution

Amount to inject by 
using adapter

400 mg 1.9 mL 2 mL

If space does not permit or addition of the tables to the top panel greatly clutters the most important 
information such as proprietary and established names, dosage form, strength, and route of administration, 
add these tables to the front panel of the carton labeling. 

Side Panel

1. Revise the statement “ ” to state “One  vial of diluent: Sterile 
Water for Injection, USP”. 

2. Delete the hyphen between the numeric characters and the words ‘mL’, “gauge”, or “inch” in the kit 
contents (e.g., , 21 gauge, 1.5 inch, etc.) as these hyphens may be misinterpreted and result in 
confusion. 

3. In the Usual Dosage, add the statement “Administer once every 4 weeks” before the statement “See 
Package Insert”. We recommend addition of the statement to ensure the correct dosing schedule is 
followed and to ensure that HCPs are aware of the dosing differences between the immediate release 
Abilify Injection and this product. 

E.  Aripiprazole Vial Label (300 mg per vial and 400 mg per vial)

1. See Comments D.1 through D.4 and revise the vial labels accordingly. 

2. The different types of boxing around the strengths (i.e., black box around 300 mg strength and white 
box around 400 mg) do not provide sufficient differentiation between the two strengths of the product. 
Thus, vial labels look too similar to each other and to the diluent (i.e., Sterile Water for Injection, USP) 
containing black writing on the white background. As a result, the wrong strength of the product may be 
selected. Please provide additional differentiation between the strengths by employing different colors 
consistent with the carton labeling or additional means to help prevent selection errors. 

3. Increase the prominence of the route of administration by using bold and/or larger font. 

F.  Sterile Water for Injection, USP Vial Label (Diluent)

1. Revise “ ” to state “Sterile Water for Injection, USP” as “ ” was not 
identified in USP monograph. 

2. Delete the statement “  as 
this prominent statement may be misinterpreted that this vial actually contains the active ingredient. 

3. Add the statement “For single use only” after the word “Sterile” to emphasize that the product should be 
used only once. 

Regards,

Sonny

Sonny Saini, Pharm.D., MBA
CDR, USPHS
Senior Regulatory Project Manager
FDA/CDER/OND/ODE1/DPP
Phone:  301-796-0532
sonny.saini@fda hhs.gov
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NDA 202971 

PROPRIETARY NAME REQUEST  
 CONDITIONALLY ACCEPTABLE  

 
Otsuka Pharmaceutical Company, Ltd. 
c/o: 
Otsuka Pharmaceutical Development & Commercialization, Inc. 
1 University Square Drive, Suite 500  
Princeton, NJ  08540, 
 
ATTENTION:  David Goldberger, R.Ph., RAC 

Sr. Director, Regulatory Affairs 
 
 

Dear Mr. Goldberger: 
 
Please refer to your New Drug Application (NDA) dated and received September 26, 2011, submitted 
under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for aripiprazole extended-release 
suspension for injection, 300 mg/vial and 400 mg/vial.    
 
We also refer to your correspondence dated February 23, 2012, and received February 24, 2012, 
requesting review of your proposed proprietary name, Abilify Maintena.    
 
We have completed our review of the proposed proprietary name Abilify Maintena, and have concluded 
that it is acceptable.  If any of the proposed product characteristics as stated in your  
February 23, 2012, submission are altered prior to approval of the marketing application, the proprietary 
name should be resubmitted for review.   
 
Additionally, this proprietary name must be re-evaluated 90 days prior to the approval of the application.  
The conclusions upon re-review are subject to change.   
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, contact Sandra Griffith, Safety Regulatory Project Manager in the Office of Surveillance 
and Epidemiology, at (301) 796-2445.  For any other information regarding this application contact the 
Office of New Drugs (OND) Regulatory Project Manager, Sandeep Saini at (301) 796-0532.   
 

Sincerely, 
 
{See appended electronic signature page} 
  
Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Senior Regulatory Project Manager
FDA/CDER/OND/ODE1/DPP
Phone:  301-796-0532
sonny.saini@fda hhs.gov
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Saini, Sonny 

From: Saini, Sonny

Sent: Thursday, April 19, 2012 1:39 PM

To: 'Goldberger, David'

Cc: Bautista, Marji; Saini, Sonny; 'Elizaida.galarza@otsuka-us.com'

Subject: N 202,971 Request for additional analyses

Page 1 of 2

4/19/2012

Hi David, 

Regarding N 202,971 study 31-07-246, please provide the results of the following analyses to assist us 
in the efficacy review of this trial. 

1) For all subjects who were taking a 30 mg/day dose of oral aripiprazole at the end of Phase 2 (Oral 
Stabilization), entered Phase 3 (IM Depot Stabilization), and have PANSS scores at the final Phase 2 
visit and week 2 and week 4 visits of Phase 3, please provide the PANSS total score mean, 
maximum/minimum, and standard deviation as well as the number of patients on which these 
calculations were based at each of these three time points. Also, kindly provide these statistics at the last 
Phase 2 assessment and the last available Phase 3 assessment for subjects who were taking a 30 mg/day 
dose of aripiprazole at the end of Phase 2, entered Phase 3, and dropped out prior to the week 4 
assessment in Phase 3. 

2) Please repeat the above analyses for all subjects taking an oral aripiprazole dose less than 30 mg/day 
at the end of Phase 2. 

Regards, 

Sonny  

Sonny Saini, Pharm.D., MBA  
CDR, USPHS  
Senior Regulatory Project Manager  
FDA/CDER/OND/ODE1/DPP  
Phone:  301-796-0532  
sonny.saini@fda.hhs.gov  

 

From: Goldberger, David [mailto:David.Goldberger@otsuka-us.com]  
Sent: Thursday, April 12, 2012 12:06 PM 
To: Saini, Sonny; Chang, ShinYe; Toure, Juliette T; Patel, Hiren; Bender, William; Bouie, Teshara 
Cc: Bautista, Marji; Galarza; Elizaida; Robert.Ashworth@otsuka-us.com 
Subject: David Goldberger - Week of April 16 
 
Dear FDA Colleagues,  
  
I will be out of the office the Week of April 16. As I have secure ID and email with you I need to ask that you send 
any emails for me also to Marji Bautista Marji.bautista@otsuka‐us.com  and Liza Galarza 
Elizaida.galarza@otsuka‐us.com. They both have secure ID and email will be able to open your message and 
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direct it to the correct people in my absence. 
  
Thank you, 
David  
  
  
  
David Goldberger, RPh RAC 
Senior Director Regulatory Affairs 
Otsuka Pharmaceutical Development and Commercialization Inc. 
1 University Square Drive, Suite 500 
Princeton, NJ USA 08540 
Phone: 1-609-524-6797 
Mobile: 1-609-375-5479 
Fax: 1-301-721-7290 
Email: David.Goldberger@otsuka-us.com 
  
Regulatory Affairs Executive  Assistant: Marji Bautista 
Phone: 240-683-3290/E-mail: marji.bautista@otsuka.com 
Blackberry:  301-675-9882 
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NDA 202971 INFORMATION REQUEST 
 

Otsuka Pharmaceutical Co., Ltd. 
Attention: David Goldberger, R.Ph., RAC 
Sr. Director, Regulatory Affairs 
1 University Square Drive, Suite 500 
Princeton, NJ 08540 
 
Dear Mr. Goldberger: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Aripiprazole Extended release suspension for injection. 
 
We are reviewing the Chemistry, Manufacturing, and Controls section of your submission and 
have the following comments and information requests.  We request a prompt written response 
in order to continue our evaluation of your NDA. 
 

1. Provide details of the drug substance  identification methods including their 
acceptance criteria and validation.  Clarify what levels of each of the other polymorphs 
will be acceptable under the proposed acceptance criteria for each test.  
 

2. We recognize your justification for the lack of drug substance Heavy Metals and Residue 
on Ignition tests. However, these tests are standard quality tests and required under USP.  
These tests control general metals and other inorganic contaminants derived from 

 Include these tests in the drug substance 
specification.  
 

3. We recommend that the drug product specification be amended to include a separate 
identification test and acceptance criterion for the monohydrate polymorphic form due to 
the critical nature of this test to product performance and patient safety.   

 
4. Revise the dissolution acceptance criteria to % at 15 minutes, % at 2 hours, 

and NLT % at 8 hours. 
 
5. Justify with data whether  can effectively 

remove the API particles (particularly submicron particles) in the dissolution samples for 
UV measurement.  If not, provide supporting data demonstrating that the presence of API 
particles do not interfere and alter the UV measurement results. 

 
 

6. We recommend the following modifications to the particle size acceptance criteria: 
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a proposed proprietary name or otherwise; this includes suggestions that a drug is better, 
more effective, useful in a broader range of conditions or patients, safer, has fewer, or lower 
incidence of, or less serious side effects or contraindications than has been demonstrated by 
substantial evidence or substantial clinical experience. [21 U.S.C. 321(n); see also 21 U.S.C. 
352(a) & (n); 21 CFR 202.1(e)(5)(i);(e)(6)(i)]. 
 

We note that you have proposed an alternate proprietary name in your submission dated  
October 14, 2011.  In order to initiate the review of the alternate proprietary name, Abilify 
Maintena, submit a new complete request for proprietary name review (See the Guidance for 
Industry, Contents of a Complete Submission for the Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UC
M075068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 
through 2012”).  The review of this alternate name will not be initiated until the new submission is 
received. 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Sandra Griffith, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-2445.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Sandeep Saini at (301) 796-0532. 

 
 

Sincerely, 
 
{See appended electronic signature page}  

       
Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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1 Clinical Pharmacology 

Request for clarification to the Clinical Pharmacology questions and potential review 

issues are provided below: 

1.1 Question 1 

1.1.1 Question 

In clinical practice, patients might not be able to receive the aripiprazole ER suspension 

injection exactly following the scheduled time. Therefore you are asked to conduct (e.g., 

if the dose were to be given 2 days prior to and 2 days after the scheduled dosing time) 

1.1.2 Background information 

We have preformed simulations where administration of aripiprazole IM depot was 

delayed or missed. The simulations included situations where delays of varying duration 

in the timing of the 2nd, 3rd, 4th
 and 10th (representing steady-state) aripiprazole IM depot 

administrations occurred (see Summary of Clinical Pharmacology Section 2.7.2.4.1.3.5). 

The simulations included the following scenarios:  

 Delay of 7 days for the 2nd and 3rd aripiprazole IM injections,  

 Delay of 14 days for the 4th and 10th (representing steady-state)  aripiprazole IM 

depot injections, 

 Delay of longer than 7 days (i.e. 8 days) for the 2nd and 3rd with concomitant 

oral aripiprazole administration for 14 days  

 Delay of longer than 14 days (i.e. 15 days) for the 4th and 10th (representing 

steady-state) aripiprazole IM depot injections with concomitant oral aripiprazole 

administration for 14 days 

1.1.3 Clarification 

The simulations provided in the NDA and the proposed labeling include scenarios of 

“flexible dosing schedule” up to 7 days for 2nd and 3rd aripiprazole IM depot 

administrations and up to 14 day for 4th and 10th IM depot administrations. We are 

requesting further clarification if additional simulations should cover individual days up 

to 7 and 14 days for the 2nd and 3rd and 4th and 10th IM depot administrations, 

respectively? Additionally, as we have not conducted simulations where aripiprazole IM 

depot is administered earlier than 28 days, further clarification is requested on the 
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simulations, i.e. how many days of advance administration should be included in the 

simulations?  

 

FDA Response: 

Thank you for explaining and summarizing the simulations performed.   Upon 

reevaluation of the information already provided, no additional simulations are 

necessary.       

 

1.2 Question 2 

1.2.1 Question 

Please submit the datasets and codes/scripts for reviewers to recreate all the simulations 

described in Table S8-20 entitled “Description of Population and Dosing and Location 

of Corresponding Graphs and Statistics for Each Simulation Scenario Evaluated” from 

page 101 of Report 31-11-287 (Pop PK M&S Report). All model codes or control 

streams, output listings and scripts used to generate plots should be provided for all 

simulations performed. Files should be submitted as ASCII text files with *.txt extension 

(e.g., myfile_ctl.txt, myfile_out.txt) 

1.2.2 Background information 

Each simulation scenario involved the following inputs and outputs: 

 NONMEM input data file(s) 

 Control stream(s) for simulation 

 NONMEM table file(s) 

 SAS program to process the NONMEM output file(s) and output a SAS dataset(s) 

 SAS program used to generate the graph of the scenario 

1.2.3 Clarification  

We wish to clarify the following: 

 Does the reviewer intend ‘script’ to include only the NONMEM codes and 

outputs or should the SAS programs to process data and the SAS programs that 

generate the plots also be included? 

Reference ID: 3052334



 Does the reviewer intend the output listings to include only the NONMEM table 

files(s) or should the processed output (SAS dataset(s)) also be included? 

 If SAS dataset(s) should be included, should they be sent in transport format 

(.xpt) instead of ASCII format?   

Of note, if the answers to all of the above questions are affirmative, then the estimated 

total size of the files is approximately 8 GB.  In that case we wish to provide the data in 

the form of electronic mass storage devices. Please also confirm the proper media for 

transfer of such information. 

 

FDA Response: 

SAS programs to process the data and generate plots should be included, in addition to 

the NONMEM codes.  For the output listings, just the NONMEM table file will suffice 

There is no need to submit the processed SAS output (i.e., SAS datasets).    

In addition, a brief outline of the work flow should be included so that the reviewer can 

reproduce simulation results.     

As to the media for transfer of data, a mass storage device (e.g., CD) is acceptable. 

 

1.3 Question 3 

1.3.1 Question 

With regard to the CYP2D6 pharmacogenetic analyses, please submit a dataset (in 

SAS .xpt format) containing individual CYP2D6 genotypes and subject identifiers that 

link the population PK and core trial datasets. Also, please submit a summary of the 

genotyping methods, tested alleles, quality control procedures, and phenotype 

parameterization.  

1.3.2 Clarification 

No clarification is needed. 

1.4 Question 4 

1.4.1 Question 

Please submit individual aripiprazole and dehydro-aripiprazole plasma concentration 

data for both studies CN138020 and 31-05-244 in SAS.xpt format. 
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1.4.2 Background information 

The Individual aripiprazole plasma concentration data used for the development of the 

Population PK model are in the population pharmacokinetic dataset located in the NDA; 

however the dataset did not include dehydro-aripiprazole concentrations for the 

mentioned studies. 

1.4.3 Clarification  

Please confirm if the dataset (in SAS.xpt format) including individual aripiprazole and 

dehydro-aripiprazole concentrations with columns specifying the following variables 

would be sufficient? 

 Protocol number 

 Analyte (aripiprazole, dehydro-aripirazole)  

 Subject ID 

 Scheduled PK time  

 Actual PK time  

 

FDA Response: 

Additional columns, such as concentration of each analyte, dose of aripiprazole, and 

formulation of aripiprazole (Immediate-Release IM or IM Depot) should be included in 

the dataset. 

Reference ID: 3052334



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SANDEEP S SAINI
12/01/2011

Reference ID: 3052334



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 202971 
 FILING COMMUNICATION 
 
Otsuka Pharmaceutical Development & Commercialization, Inc. 
Attention: David Goldberger, R.Ph., RAC  
Senior Director, Regulatory Affairs 
2440 Research Blvd. 
Rockville, MD  20850 
 
 
Dear Mr. Golberger: 
 
Please refer to your New Drug Application (NDA) dated and received on September 26, 2011, 
submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act (FDCA), for 
Abilify  (aripiprazole) extended release suspension for injection 300 mg/vial and 400 
mg/vial.   
 
We also refer to your amendments dated November 7, 2011 and November 9, 2011. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is July 26, 2012. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by July 5, 2012. 
 
During our filing review of your application, we identified the following potential review issues 
and have the following requests: 
 
Clinical Pharmacology 
 

1. In clinical practice, patients might not be able to receive the aripiprazole ER suspension 
injection exactly following the scheduled time.  Therefore you are asked to conduct 
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Center for Devices and Radiological Health (CDRH) 
 
7. CDRH has concerns regarding the Smtihs Medical needle this is included in the 

aripiprazole administration kit.  It is unlikely that these issues can be adequately 
addressed solely by your proposed pharmacovigilance plan.  CDRH will contact the 
510(k) holder Smiths Medical regarding the additional performance data that is required 
for this device. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application. 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 
Highlights (HL) – 
1)  Patient Counseling Information Statement  

Must include the verbatim statement:  “See 17 for Patient Counseling Information and 
Medication Guide”. 

 
Full Prescribing Information (FPI) -  
2) A horizontal line must separate the Table of Contents and FPI. 
 
3) Adverse Reactions Section - Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) 

should be included in labeling. Other terms, such as “adverse events” or “treatment-emergent 
adverse events,” should be avoided. 

 
4)  Adverse Reactions Section - For the “Clinical Trials Experience” subsection, the following  

verbatim statement or appropriate modification should precede the presentation of adverse 
reactions:  “Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in 
the clinical trials of another drug and may not reflect the rates observed in clinical practice.” 

 
We request that you resubmit labeling that addresses these issues by December 23, 2011.  The 
resubmitted labeling will be used for further labeling discussions. 
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
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Pediatric Research Equity Act 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
If you have any questions, contact Sonny Saini, Pharm.D., MBA, Senior Regulatory Project 
Manager, at sonny.saini@fda.hhs.gov. 
 

Sincerely, 
 

{See appended electronic signature page} 
 
Thomas Laughren, M.D. 
Director 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 202971 ADVICE LETTER 
 
Otsuka Pharmaceutical Company, Ltd. 
c/o Otsuka Pharmaceutical Development & Commercialization, Inc. 
Attention: David Goldberger, R.Ph., RAC 
Senior Director, Regulatory Affairs 
2440 Research Blvd. 
Rockville, MD  20850 
 
 
Dear Mr. Goldberger: 
 
Please refer to your New Drug Application (NDA) dated and received September 26, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for ABILIFY 
MAINTENA (aripiprazole) extended-release injectable suspension for intramuscular (IM) 
injection 300 mg/vial and 400 mg/vial. 
 
Reference is also made to your submission dated August 31, 2012, which constituted a complete 
response to our action letter dated July 26, 2012. 
 
The Agency would like to inform you that during a recent inspection of the  

 manufacturing facility, which is the sterile water supplier for this application, our 
field investigator conveyed deficiencies to the representative of the facility.   
 
Satisfactory resolution of these deficiencies is required before this application may be approved. 
 
If you have any questions, contact Sonny Saini, Pharm.D., MBA, Regulatory Project Manager, at 
sonny.saini@fda.hhs.gov. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Thomas Laughren, M.D. 
Director 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 202,971 NDA ACKNOWLEDGMENT 
 
Otsuka Pharmaceutical Company, Ltd. 
c/o Otsuka Pharmaceutical Development & Commercialization, Inc. 
Attention: David Goldberger, R.Ph., RAC 
Senior Director, Regulatory Affairs 
2440 Research Blvd. 
Rockville, MD  20850 
 
 
Dear Mr. Goldberger: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Aripiprazole (OPC-14597) extended release suspension for injection 
 300 mg/vial and 400 mg/vial  
 
Date of Application: September 26, 2011 
 
Date of Receipt: September 26, 2011 
 
Our Reference Number:  NDA 202,971 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on November 24, 2011 in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3). The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Psychiatry Products  
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5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/DrugMasterFil
esDMFs/ucm073080.htm 
 
If you have any questions, call me at (301) 796-0532. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sonny Saini, Pharm.D., MBA 
CDR, USPHS 
Regulatory Project Manager 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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